3
AR-overexpressing cells, and activity against AR mutants linked to drug resistance. In addition, darolutamide is different from other new-generation nonsteroidal AR antagonists with respect to its negligible blood-brain barrier penetration [14] [15] [16] . In early-phase clinical trials with Western mCRPC patients, darolutamide has shown a good safety profile and significant reductions in PSA levels [13, [17] [18] [19] .
The aim of this phase 1 trial was to assess the safety and tolerability, pharmacokinetics (PK), and antitumor activity of darolutamide in Japanese patients with mCRPC (ClinicalTrials.gov identifier: NCT02363855).
In method, the first sentence of the second paragraph of the "Trial design" section should read as:
In the single-dose period, darolutamide was administered in the fasting state on day −5 and after a usual Japanese breakfast (fed condition) on day −2 as two 150-mg tablets (300-mg dose; Cohort 1) or as four 150-mg tablets (600-mg dose; Cohort 2).
In method section, first paragraph of "Antitumor efficacy assessments" section should read as:
Antitumor efficacy was assessed by PSA response, which is defined as percentage change of PSA at week 12 from baseline; tumor response was defined in accordance with the recommendations of the Prostate Cancer Clinical Trials Working Group 2 (PCWG2) [20] and Response Evaluation Criteria in Solid Tumors (RECIST) 1.1 [21] . Blood samples for PSA levels were collected at screening, once during the single-dose period (predose on day −5 or day −6; mean defined the baseline value), at three time points during the multiple-dose period (weeks 4, 8, and 12) , at the end of treatment, and at the follow-up. For patients with a PSA decline from baseline at week 12, PSA progression was defined as the date of documented PSA increase ≥25% and absolute increase ≥2 ng/mL above the nadir, which was to be confirmed by a second value obtained ≥3 weeks later. For patients without a PSA decline from baseline at week 12, PSA progression was defined as the date of documented PSA increase ≥25% along with an absolute increase from baseline ≥2 ng/mL, which was to be confirmed by a second value obtained ≥3 weeks later.
In method section, "Safety and tolerability" section should read as:
Safety evaluations were performed until week 12 and included results of physical examinations, 12-lead electrocardiogram (ECG), Holter ECG, vital signs (blood pressure, pulse rate, and body temperature), body weight, adverse events (AEs), and laboratory examinations. All AEs were graded using the National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.03 (NCI CTCAE v4.03). Laboratory examinations were performed at screening; predose on day −5 or day −6, day −2, and day 1; at day 7 before breakfast; at each subsequent visit during the multiple-dose period; at the end of treatment; and at the follow-up/discontinuation.
The Table 1 should be: 
The Table 2 should be: The Table 3 should be: The Discussion section should read as:
This dose-escalating phase 1 study was the first clinical study to evaluate safety and PK of darolutamide in Japanese patients with mCRPC. Darolutamide administered as a single 300-or 600-mg once-daily dose (with and without food) or as multiple doses of 300 mg BID or 600 mg BID for a median treatment duration of 84 days (range 31-328) was well tolerated in this heavily treated population, and overall toxicities were consistent with the known safety profile of darolutamide in a previously reported phase 1 trial in a Western study population [13, 17] . Our results show that there are no remarkable differences in PK parameters between Japanese and Western patients with mCRPC [13, 17] . For example, Western patients in the ARAFOR study who were administered a single dose of darolutamide 600 mg had C max and AUC 0-48 values approximately twofold greater in the fed versus fasted state compared with 2.8-and 2.5-fold greater in Japanese patients, and fed-state t max values of 4.0 versus 6.3 h, respectively [17] . Similar PK results were also observed in the ARADES study in which Western patients received a daily dose of 200-1800 mg of darolutamide. On day 1, median t max values were 3.0-5.1 and 1.5-5.0 h for darolutamide and keto-darolutamide, respectively. At steady state, mean half-life of darolutamide was 15.8 h, independent of dose, and 10.0 h for keto-darolutamide [13] . Thus, there is no need for dose adjustment of darolutamide based on Japanese ethnicity. Similar to the Western patient studies, a significant food effect was observed on the bioavailability of darolutamide in that absorption was slower in the fasted condition, and AUC and C max were increased twofold along with a prolongation of t max under fed conditions. As the current Japanese PK data support the PK findings observed in previous Western patient population studies, these collective absorption and exposure data suggest that darolutamide should be taken with food. Finally, C max and AUC(0-t last ) of darolutamide increased by dose, while the accumulation ratios for darolutamide calculated from C max (R A C max ) and AUC (R A AUC), as well as the R LIN of PK after repeated administration of 300 and 600 mg, were comparable for the two tested doses, suggesting that the PK of each dose was linear over time.
All patients in this study had received prior systemic treatment for mCRPC, which likely affected the observed efficacy of darolutamide. A complete response or partial response was not reported at either dose level; however, seven patients had a history of extensive anticancer treatment that included new AR antagonist agents (abiraterone and enzalutamide) and/or chemotherapy (docetaxel and cabazitaxel). Similarly, only 1 patient achieved a PSA response (patient had a PSA decline ≥50% from baseline at week 12), which is not unexpected, considering that all patients had received previous therapy for mCRPC.
Similar to previous early-phase clinical studies in mainly Western patients, most AEs were Grade 1-2 [13, 17] , and drug-related TEAEs included vomiting, headache, decreased appetite, increased amylase, and pyrexia. Only 1 serious TEAE (Grade 3 nausea) was considered drug related. All laboratory toxicities were considered unrelated to darolutamide treatment except for amylase increase in one patient (600 mg BID). ECG findings were not clinically significant, and darolutamide had no observed effect on FSH, LH, testosterone, or DHT concentrations. Overall, a dose-dependent increase in the frequency or severity of AEs was not observed. Our results confirmed that darolutamide has a favorable toxicity profile in Japanese mCRPC patients.
A limitation of the study is that any prior systemic anticancer therapy was allowed, confounding evaluation of efficacy in this heavily pretreated patient population; it is not known whether the main objectives of the study (ie, safety and PK assessments) were affected by pretreatment. Additionally, with only three and six patients having received darolutamide 300 and 600 mg, respectively, the sample sizes were too small to reliably demonstrate dose proportionality.
The funding section should read as:
Funding Bayer Yakuhin, Ltd. sponsored the study.
The References section should read as:
